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mole, invasive mole, abortion, fetal hypoplasia, sugar metabolic error, lipid metabolic error or abnormalities in delivery, can exert 
ON the drug effect only in a small dose, can relieve side effects, are not necessarily administered everyday, and can relieve inconvenience 
and pain of patients. Sustaincd-rclcasc preparations which arc useful in treating or preventing any diseases caused by disorders in 
1^ physiological activity of metastin. Because of having an activity of inhibiting cancer metastasis, these preparations are particularly 
00 useful in treating or preventing any cancers. Because of having an effect of controlling placental functions, these preparations are 
O useful in treating or preventing villous cancer, hydatid mole, invasive mole, abortion, fetal hypoplasia, sugar metabolic error, lipid 
^ metabolic error or abnormalities in delivery. Because of having an effect of controlling pancreatic functions, the preparations are 
^ also useful in treating or preventing pancreatic diseases. 

O 



# WO 02/085399 A l IlldttolMlllMIHI 



(57) 

mmm. mnRmm^rzmmm(D^m^tz^mz^mr$>D. mm* 
mztz\*m\z%mT'&z>. w\z. *%womm\z&timm\f£&zG?z>tztb, 
(Dmu. mmmmmmm^r^rztb. mmm^fD^m^tzi^mz^mx' 



WO 02/085399 




PCT/JP02/03898 



1 



wmm 

#3B93tt» *97,?-y detastin) CKiSS-ljtfe^t3- HSn*^5=-H : &> 

KiSS-l^y^Fte, #>fc£WfW»erFKiSS-l (Genomics, 54#, 145H-148H 
, 1998#) fca-KSns^WKOCWffl^^FTfc*. KiSS-ia^ftt 

#Jfefi#^AbT#fcfite»»t»l*^6-!J-^ h7^f^f tvw ^< if- 
~>a>?£ (Subtractive Hybridization Technique) fc«fc95tf#£tt» KiSS-ljlfe 

*Clt75fJ^,aiSnT^S (J. Natl. Cancer Inst., 88#, 1731H-1737JC, 
199650 o KiSS-lJt^©h9>X7x^->a>K:J:Dt h?L3tf>«BJfiMDA 
-MB-435©te#tlfcteTTS;ii:J&*«*£nws (Cancer Research, 57#, 238 
4H-2387H, 1997^) . 

£ti£. ;*^7.^>tein vitroTte, *97i?-><D\i hMgWT&ShOT7T175 
*56SS"8-fe:CH(MmS03tftttt«H*lfiiFL, in vivoT?tthOT7TI75*IBSS«fc 
B16-BL6S14Hfelffl/iSil©^©fe#.tt$^*-& (Nature, 411#, 613H, 2001 
o *l^«t:^il:^$nTV^ d t (J. Natl. Cancer 

Inst., 88#, 1731H-1737K, 199650 ^f^7°^ bS^&T&<g>hOT7T 
175*5, Mt^atz, #KK:fcJ*tfcWiS<f£3I (M, Nature 4U#. 613H-617 
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x«^te0/t»oiii60ia:#^*viTS#o^«i4^t?«^»^^n*. fox, 
s^rfflfesa?M©i856^asnTv^. 

%.mm%t>fo, ±m<Dmm\zm^ &m&t&mtofzi&^ torn 
awnijas-es, doaBis-^rs^t^vi/tje)^©^^^*)^®^^ 

#©EI^±©IS^<hLTffitl^ttK^«0J©MW^bTV^ C ££jlfflU * 
BP'S, 

(2) ^^x5 L >*^3rra±E d) mmo^n&m^u 

(3) j***^>3:&W:-€-©8t$##, lT&frSnSTSyi&Eai© 
N»6 4 7^L5 4#g075;i@HmtU A0 8^l,5 4fi©7 
5/K»S*^^*^y5 1 Ht>U<tt^©«|J9#Tf»*±SB ( 1 ) IB*t©»tttt« 

7^L/5 4#S©75y»E?iJ&C*ak:^r-rs^^HT?»*±IB (3) fB« 
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(5) ^7^F^\ 8fcl*Ll 5TO7S /i^^&S^y^FT&^fB ( 

3) %tc\z (4) nm^wmni 

(6) ^7 0 ^Kfr\ I3^J#^ : 2, mtmn : 3, SB?iJ#^ : 4£fc&SB3Wt : 

o 

(i) iB«©»^ttS^ 

(8) ^^u7-wjT-Tfe?.±fB (7) %m<D%i& i &.mi 

(9) 5}t'jV-^#:F , g^tt^UT--e^^±|3 (8) fB«<2#«fe®!3i 

(10) ^^^tt^UT-^«^uxX^;i/T^i.±IB (9) IB«©M 

mm. 

(ID Jilted U xt, v-)Vtf%lM/??Vn--)iMm<&fc~e$>z>±m (i o) ism 

d2) u n -)iwtn&fc<D%m/>f u □ -;vma^Jt^ti 100/0& 

^Ut)4 0/6 0-?&3±fB (11) fBt&<£^Mfe§S»£t 

(13) sja/f u =1 -;wma^oa*TO^*» 3,ooo&v^8o, 

0 0 0t?feS±IB (11) IB«fe©^tt^ 

(14) ^)v-t)i£fommm&# ] )^-'?:$>z>±m (8) tB«©MttM, 

(1 5) ^rt#^tt^U^-WU^UirU>M^xXx;i/Tfe^±IB (1 

4) CttGDfcttteSBI* 

(16) ffi<D%mx\tnmr$>z±m (i) istto^ttttfi^ 

(17) te«»ngfc»fflTfc*±ffi (i) Ettafettttfiffl, 

d8) *«na#3WT**±c (i) mmo^nnmrn. 

(19) &Tfi#8!lTr**±8B (1) IB«CD»ttttS3W, 

(2 0) ffim&- t 3-MT*&Z>±m (1) 

(2 1) Mttrta#fflTf*S±C (1) £tt<D&tttt«& 

(22) $ ftttSBfl & Sit Sfc&O^X^fclXte^© £ fc tt-t 
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(23) m%mmz$iVT±.m u) mm^mmmo^fm^n^-r^^t^ 

(2 4) mm^: lT^;b£ft375/^@3^j0N*»£4 7ft 

^frs^^FT^^ie (4) %m<D%WLi&.mi 

(2 5) ^7^K#, 2, 8B5Wt : 3, IE?>J#^ : 4£fc«Eai#*l 

: 5TSSn«73 / WE^eJiS^^H-CftSiB (3) G*0»tt1£fGIH 

(2 6) T-f ^u*^-fe;wfflT»*±« (l) ffi!«©tfc;fttt:«&K 

(27) iHpft#sn?»s±iB (i) BM<otoik&9m* 

(2 8) a»jw*fctt/S(ii3WT**±B (i) tBao^tts^ 

(2 9) *t'J7-^>^K, #UU-y*7^f H» ^V-AWXHIi 
*irT?&*±IB (7) E*©»tttt»3W, 

(3 o) *?x?>bL<\t*<Dmmfc&it\t : t<Di&<D9immifi, **D7-ic*f 

LT^O. 0 lfcV>U95 0* (w/w) T&£±fB (7) K*©fctttt»a!U 
(3 1) *&7>^>%L<fe*(Dmmft$ift\t J t<Dl&<Dtiimmifi. ^^UT-(C^ 

LTltjO. lfrUL^5 0% (w/w) T-&£±fE (7) IB«©MttM^ 
(3 2) ^X?>feb<«f©li#tfcHf0MffiI^ **U7-fc# 

LTi&O. l&tAb#<j3 0% (w/w) T£3±fE (7) ge«©*fcfiH$:S3k 

(33) %m/>? u 3 -;w«m-&#© jlk/^ u ^ -)vm®.f$,tkfim 100/0^ 
^b^)5 0/5 ot?»s±ib (id tm<D'&M±%mu 

(3 4) SLBfe/^U U-;««^#:cDM/^U3-;^«Jt»7 5/2 5fc 
V>U1J5 0/5 0T&3±fB (11) fB«©^&tt§^J> 
(3 5) M/^U 5, 0OO^L|<)2 5, 

o o o-e*s±ia (ii) Eftatftftttilffll, 

(3 6)M/^un-;pmm^#:©a*TO^«»7, 0 0 0&l>Ui&2 0, 

0 0 0T&Z>±m (11) fB«©#JM4SS2!L 
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(3 7) **z : ?>bv<\tt<Dffimfc£tc\t*<Di&<D®mm&, %m/?V3- 

iHlWltl50. 1&V>UU5 0% (w/w) Tfc£±E (1 1) IBH© 

(3 8) S&K:^5^Rfl;^**^r-r*±E (ID B*©lfettttlBRU 
(3 9) #*ffi&M£»TOffif&T&3±iE (3 8) EfttiD&lfcttSaU 

(4 o) Kflas»©«ffl*^> s«/^J3-^*i^io oa*iJfc^ux#9 

0. 0 l&V>b#81 0 oaSIB-C»S±IH (3 9) E«©&JM4S$!l, 
(4 1) **X^>fcb<Ki^©£$#S&«-?-©ig* RI#E-©te©ffigc©ElgiS 

tt«K*-gp(tr*±iB (i) ett©jMft&tt& 

(4 2) *©ffi©ffia©EEHSttl!«5WK*a('T?*<5±E (4 1) iB«©»tttt« 
(4 3) i*aJM&fc#bT±E (1) E«©lfetttt««©WS»*&St4"r*ct* 
(44) m?L»«»tS*bT±E (1) E«©«i*ttttW©#»«*a#r*Ci:* 
(4 5) nML»«fc»bT±E (l) E«t©»»tt8?Bl©WSft**!9:4-r5c:i:& 
(4 6) e©ll^llt§> ±E (4 3) ~ (4 5) © V^m^lcE*©^* 

mite. ?v hKL&ttZ&tkte*?*^ (1-5 4) tt^ZutittJMD 
&T^#^©ifiL4 1 ^^7,5 1 > (1-5 4) jftg (pmol/ml) V®mmc&nc$>?y'7 



fe^§N*«^e»l#i^V>b5 4#g©75yH©Si^bfc5 4fi^T©75 



WO 02/085399 




PCT/JP02/03898 



6 



/IKSXS^U *OC»75h' (-CONH 2 ) T&Zf?? Ffc*!*?-* 

o 

, ^^7.^>t^©§^#: WOOO/24890fc£K:Em©liOT7T175fc£) ©ii£ 

M;ftS4 7#BfcV>L5 4#B©ig&b£8fi£T©7i£7Bfe®g (S^J#^ : 1 

Tzmt>t£n2>T$;nmm\zi$\,*T, N»^4 7^t5 4t@©75;ii 

10 CONH 2 ) T*&oTfc£<> %)V#*i/)V& (-COOH) , tS)Vt^ ; y 

U-hm (COO") R^riK-COOR) ©Mm?fcoTt>£V^\ C* 

isuisnav^, 8&v>b 5 4m<D7$.;nmM w%l<\$, sfc^Lise© 

75 7 MS) *>&fcS^:^Ffcb<fc^©R»#J&*#£b</B^Sns. fte 
SE5!l#^: lTSt>$n^)75ym@H^JtfeViT, N*Jfti&*S4 7fcV>L5 

4#B©7$/mK?iJ&^ru ^o8^vib5 4fi©75ym^*^e>^^>^y 

KE^JtefcWT, N*«j&>e>4 7&V*L5 4#B©7 5 7Bfcfi*J*££U i0 8 

^viL 1 5 b©75 y m^a^ £&§^7°3=- h t> u < ^©siaMtows: u>. 

£fc> MIBLfc;**;*^>©»2&#k:*3tr>T. 8ffii©^75 (BH^J# 
lT^b$n-575 7mE?iJfc*ViTx N3*»e> 4 7 5 4#B©75 
25 7»E#I) ©BBfitt, gU^X^>©8$##*:*;^>©±S«te£^Sf«fc:|^ 

^©flHt*^r"T5©T*n«, ttn©$ftfcEg£nwT s bJ:v^ &8«©& 
^75 7lt3S3£ttC*SgfcKfi$ns©J&JM*UVi. -r^fc-s, E?»JS^: lti 
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»e»4 7^Vib5 4#@07aymSH^J^C*i^«U, 5f@©75 
:/^K©C*»\ 75 F (-CONH 2 ) , #;i/7Mrv;l/S (-COOH) , # 

;w#*^i/-M6 (coo-) mtttrjv (-coor) ©fan*>fc&4fcsn& 
H (-conh 2 ) ^t^k cmXti ! *iM*>' 

10 (-COOH) , ^M^v-V-hS (COO~) S^IXf^ (-COOR 

(-COOH) T?&5«-&fcKk ^7?K©Bfg#£«, C*«rt«, 75 H (-C 
ONH 2 ) , j3)\stf*z/U-h& (COO") R&XZt)V (-COOR) <D®tlfr 

^^Kfcb bT«\ m«C*W75F (-CONH 2 ) T* 

±E**;^>&b<tt*©1838#tt* 

^S*©^^X^>feb<«^©^^<hLT«, 0!l£fc£fcK U\>k V>h 
tk, ^>/1>>>-, 7*^ £v\ ty>\ x">7> 7 7bS;t*0J6 5i0§ 

nf?L«i^i*5fe©/^x^> ! bL<^ j e©^*#:^ffl^e>n, ^Tfet h **©*>© 

25 >t)L<ttf0i#e^§«JLK 

*^B^^fflV^n^^^X5 1 > : foL<«^©Bl^iUT$f^L<H, flIAfck 
IB»-^: l-eg$n§75yi?l2^l(C^^T, N5fc«lto>S4 7fcV>L5 4#@© 
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2 6fc»*b< tt, S5»^t : 2 > @B^J#^ : 3 , E#l#*t : 4 £&fciE3Wf 

tf&n*. »SVi», WO 0 1/7 5 1 0 4fcE«©fi?8#f : 1 > SB^J#-^ 
5 : 2 £fcteB3?iJ#-?t : 3 T?£3ftS73 7 MBB^J&^W« vr>x£fc&5 7 h* 
*©^^H (Kiss-lit^Etl) £fflivr*><J:i>. 

^^^^>t>b<tt-€-©Sf«#©C*««ii^7^K (-CONH 2 ) T 
IXtJI' (-COOR) (-COOH) 
JV^^v-k-hS (COO") TfeoTfeiK C*^0#;i^* v^gfr* 

io 75 hMt£tlfc7$ K#T**fe®#*IK:#*U>. 

CilT?x^f-;HC*W-'BRtl/Ttt» fll&fck pWK n-7°nt:°;k 
V^'atf;i' i feb<«n-^5 1 ;i/^:£©C 1 _ 6 7;Wl'», #1*^ S^n^>5P 

15 C , _ 2 TVMr^Sfc b < it a - + 7?)V*^)lfc £Oa-t7^V-C 1 . 2 7;p* 
yift<&fflMg±©g&g -OH, -SH, -COOH, 75yS, 

& 7-t^;p^a:©c 2 _ 6 7;i/*/-f;i/*^£©c a _ 6 7'>;v^£) T#s$n 
•9-5 >^©75 Rt^7;i««*#¥tf &n*>. 
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tittn mzixmrnn mz.tmm, v/vM. ^t^mm, mmm) t<D^ 

5 am, ?^>n. u>rr@t mm. *?>x)v*>wi, ^>if>x;i/* 
>mm) torn: {m^tj-hWA^ ^uoaj&^w^u 

0 00/24890\ J. Chem. Soc. , Perkin Trans, m, 1748H, 2001¥) mzBMOttkts. 

xuttm^mm^m^^-f^ f t u < «7^ j mtm^mt^m^^, 
20 ut«, Mzimro) w &v>u [5] 

[1] E Bodanszky M. A. Ondetti, ^7°^H v>-fev7 (Peptide Sycthe 
sis) , Interscience Publishers, New York (1966^) 

[2] Schroeder XI* Luebke, If ^7°^H (The Peptide) , Academic Press. N 
25 ew York (1965¥) 

[3] &mw*im. ^^F&tfLvmmtmm, %m m 

[4] *Mfewx.tfmm®¥. tiMiii, ^7^fx^«*©^iv, 2 

05, (1977^) 
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--m&?u^h?7yj-'nm&m*nfr&t>&Tmt?%^y?Fx\m 

^>/^liim «*«3 7-yx if^X 7^^JX MT^S 
, 7J1/^>1I, 7#a-;*, r^h5X *;Vn-;U»*(tff#*tf&n*. 

x #u#;vyx*7sn/$a*£tfsns. 

20 U^y-Ai:LTtt, If(5U^V-AttATi^^UX5 : l/>^ij3-Jt, 

(peg) #f»u#y— a, ttfiEttu*y— ix*j&«*»f&n«B. 
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) 0 0/0&V>b*5l4 0/6 0«K, MK:ff*U<tt*91 00/Oft 

V>b$J5 0/5 OT&O* #{C^f^L<TO7 5/2 5fcl*U&5 0/5 OTfeS 
5 o 

ILI/^'J 3-JHl^#©li¥^»?ilJD 3, 0 0 0ftV>b$8 0, 0 Q 
0»£b<, JEK:#*L<«#?J5, 0 0 0fcV>b»2 5, 0 0 
Ktt*9 7, 0 0 0^ViU#9 2 0, 0 0 OT^. 

10 L<&m. 2fc^b$94. 0, 3!fc:fip*l/<tt»l. 5fctr>bSQ3. 5*P»a. 
4? u y U -fe »J >ffifl&&xx t bT #1*. fcf 7- h 7 ^ u -fe □ y 

f— h (TGMP) , fh^^'JtD-Jl/^J^f-h (TGDP) , fh7^ 
U-feD-^hUAVl/ST— h (TGTP) , f- b 5^'JtD-M*TO5f- 
h (TGHP) , f h7^'Jtn-JVt;XT71/-h (TGMS) , f b7^U 
15 tP-^r7l/-b (TGDS) > xb^*Uiz:P-;i/HJXx7I/-h (T 
GTS) , fh7^'JtD-;KWXf7l/-h (TGHS) , 'vH^Uira 
-M>^7f71/- h (HGPS) > fh7^'JtO-JK+W5f - h ( 

tghp) mtmvfzti, znb&mmv&zwzm&LTm^zz.tifi?$&o 

*.k£^X^>t)b< fc^©gt$#Sfc«*-©JS©&;B£j&i» U7-fc^bT 
&0. 0 1&V>U$5 0%(w/wK if*b<«^jO. I&l>b£j3 0% (w/w 

25 ) tfcsj^fctefflstis. 

# u ^ u -fe u > w^xt> * * u r- 1 b xm v>fc r ^ x 9 > *> b < 
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5 0%(w/w) , »*b<tt«0. 1&V>L$3 0% (w/w) TftS. 
(B) JWf^U UT-.hbT^V^KiSS-l^y^ 

(B-l) #^»#MitSCot/iTi¥JzE1-^o 
(B- 1 -a) 

A»/^U3-;HW^#SWti»jK (^KBy^PjW^>f) «^?b 
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0% (w/w) , ft£L<\Zmo. Ift^ll53 0%(w/w) , i$\z!fr$.V<\m 
lt^Lm2 0% (w/w) 
(B-l-b) 

(B-2) T-f ^P^-fe;!, (7^i7D77i7i:fein) ©glji&MliTf* 

w/o/wi7jk/a >^^o/wi7;i/~>3 -^n^ti ( i ) *?M> 

feb<^©^^^fc«^^m©7j<^ 9LWL 
/^U3-;Vii^©MIi§I§it8tt?»W/OX7JVy a >$#2)A\ 
X« (ii) ^^X^>feb<tt^-©^#:^fc«^m^?Lm/^Un-;^«^ 

fo<D%mmm®m\z®m$>%MzmmLTmmzn, z.<d m x« (ii) ( 

*Xtt»»**©»figtt, #j*.tf0. 0 0 1&V>L9 0% (w/w) , fr£L<« 

o.oi^i/8ox (w/w) -e&& 0 
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■&z>tik %n/W-i-)vwim£mzitiLT. mo. o i&ul3$5 o% (w/w 

2 0% (w/w) -e&s. 

& n ^ 37 x ? > u < & ^ £ te^ ©m © t -f ^ □ * y -t ;v 
tj>?>^) ^ct)»^« (mtf, «m> ®nt££) zmTLTb^o mm 

mo. 0 lfcV>L*?Jl OUMI). 
MfBW$M^LT«> /\u?yimik7m mx^^7nn^^>, ^nn* 

num. #=?m* osfc*#, [w/^un-^ma^© 

as/ («^^©s«+ «/^u ] (x i o o %) « 

20 , ®#^0. 0 1&V^14<)9 0% (w/w) , &%.L<Umo. 0 lfj:ViU^7 0% 
(w/w) T&£o ^M^^V^^IC^I-^CO^^V^ 
^©^^^LT^^tlSM/^'Jn-JVM^O^liM^ (W) \Z, 

25 T3. 

±IB (ii) , gp-fe, ^^X5 1 > : fob<^©^#:*fe«^©±g^M/ 

/f u n -^ii^o ^mmmmm \z ®m& z ^ mm l xn e> n§ mm rau 
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a*/ &sm®M(Dmm+%n/<!?v •z-mm&fcvmm) ] (xioox)a 

, 51^0. 0 lt^VB7 0% (w/w) , $?£L<te;®lfc^L$j6 0% (w 
/w) 

*D^T±.mLfc (i) W/OXYJky 3 >Xtt (ii) iflfflfc, ft7k*Bfc^;(WU 

*^5*i^^£ffl^T#fu ?utu nw/o/wi*?;^> 3 >xeo/ 

fl*MB©&ffi*Kk m^±U (i) Xtt (ii) ©»lfc^U*910, OOOti 

i, o o o^iit^^, 

0/WX7JVyg >XSO/Wl?JVy3 >£^j£L&£fc©T»tt««k<, fcIA 

^**B*OlL^©*Stt, ilSltJO. 0 0 1^1152 0% 
(w/w) , 0%L<m$)O. 0 lfcV>L*?Jl 0% (w/w) , 4#K:fiF*U<tt#?I 
0. 0 5ft^b&U5% (w/w) T&S. 
C 0 J; 5 fl Hi ^ tl§ W/O/WXYJky 3 >XiiO/WlTJk> a > (OT 
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16 

•?^f ^7 7°i!JV t lltt^0^i^i (fiSJt) KJU ^5 0 : lfcV*U&l 
: 1, $?i:L<«il&2 0 : lftV>L*?Jl : 1, Mfc#*L<fcM8l 0 : 
5 : im 

iffib&w/o/wiv;i/'>3 >xuo/wi7;i/y a >^iir^^o 

(offi) K:^«$*fe, s/os»^e» 



#:<h©^fiJ^ (fiSit) «A«*81 : 1 0, 0 0 0feV*U8l : 1, $?£L 
<tt#51 : 1, 0 0 0fcl*U82 : 5> MtUlilDl : 1 0 OfcHLftl : 
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)vn-x. vi/^y, \i7)]/u>wmt>m\it>nz> 0 z\n^m&m^ 

^i^T^fflUT feJ: Vi 0 ^7kffi^^WJ©^a, IftKIJISlO. 0 0 1%' 
&l>b3§2 0% (w/w) T&&„ I«l<BI50. 0 1 %ft^Lm 0% ( 
w/w) , &W?£b<«^0. 0 5%fr^L,1$5% (w/w) T&3 0 
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*?<<>7U*7*.MZ, mm (B-i-a) Cl^t^Sl:, imffi& <££P 

So 

ikk:, ®%®mm\znihmm£E®gm&mfc&®*mti\VTh&\,\ 

o. o o ommu. &%h<\zmo. i^^i^2oiira§. 

0. 0 0 5fclib&Jl /imTibS. 

rau^ens #58 w©#JM4fiara, © * £ * 3 ^ terns ic «k t> 

mzm&LT&j*irz>z\ttfT»%2>. z.®&$iz9ffltvx\& mxmmnm ( 
pmmmL mub&zm* mmm) > mam rnxm^-tmu mi mm 
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$j (#u jSH@7K, MWft^K, u>y;p^) sfcteifcttjsai w> 
&v%mmM£LTm*<DMmzmM<tLTf3L%$m£VT, imam w. m 

o 

u%7 J k)l-e&Z>m<e}. 2 ujj7t)V*ftmffl m. Tween8(K HC0-60#©# 

$l> *rttf-HJ#A, v>- y;nf h-;k 7*K«^«f^) 
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fi^FgHU ff*b<e#aifeViU*&150/zi, #fc#SlXfcM&2ftV>U&100Min 

to*. 

» -7>htk, 9=->A<>$?-, 7*^> k^v 5 , tfv, T^T., 

zwzm wms. mm. mm. iff-s> mm. -mm. mmm. mmm. m&mm 
. §mm. "f-^mm. mm. mwm. mmmm) <Dmm^tc\t^mz^mz 

£ tt nrf>mzm® \zm^z>z\ttfT*%z, 

to^ommt^m. mm. ntnmmmm. &#;i/-K 

. fewmzfoCTrngmm-zzttfTtztf. mmowmnmwzm 

m^mm^mm±^n^mmr»mzmmn^mx^n\i^\ mx\mx<o 

MtffiO. lfc^U&l 0 Omg/kgftl, 8Fi:L<«*&lftV>L5 Omg/k 
g#fi0«BH©g£fl!V>5. S#H!ictt, ljIfclfclHU 2 MUSIC 1 UK l*3tc 
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v^^i^T^^c c©^ «0j©Mw#ffi^j©^#TO«Pi^$nT, 

£n£>£f£4ftii£;ftU ^H^LTtjiUl, I^Wg**ViT!9!#bTt)«J: 

i\ mm\(D^mn, mm±m^*>nx^z>mm*&mtvxmm$iT2>z 

7tX775H, -A7.5 1 >> *;i/#n>#) , f^S»^trL^a (MA 

li^vh^t-b, 5-7;^n^^v;k x#:7-;k ^;^7-;k uft> 

U7^yX ^y;Hf5/X Xh^h'yX k 0 7;VtyX -f*0Hf>'>, 7* 

tf>^UX5fX e>7^X^X tf>xv>, lMyh\ #>7>7^>X -f 
20 'J/f*>f) > yX^^^X fc^afW^ *?797>* K2V9tt)V 

*;i/^>*^tLTtt, i^^SfeK^t^ (#R«7"l/Fxy*n>\ 
7Vh*-y*X f^^!/>, MruHP/x^) , xxha^l (fclAtfx 
7b7yt-JK xf-JVX7h7yt-;K *X7xXhD-JK ^DPhUT 
25 x-fe>H) , ftxxhner>^ (^ilAtt*xt°^X^y-;K ^tr^x^x ? 
i^>7i>, ^n^7i>i) > H#*;W&>I£ (^tf*7'n>»kHn^v' 
7nyX7DX yh'onfax ^FD^yynyxrnx yjn^xfo 
X /;i/X^>Hn>H) , LHRHgsgft (^«B»'Ja-7'Di/'J>^) mifim 
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^-7iDX -f>^-P<^>2 (IL-2) , -f >^-P-f *>1 2 (IL-12K jg 

rnrnw^ (tnf) ^) > 3n--»Bf mmmwmnn~~mmm : ?-, x 

**y?1— if mWM WX\i<1 > M * 2/>#) • U (Can 

cer Reseach) , H4 9#, 5 9 3 5^15 9 3 9M, 1 9 8 930 , 

^•t>3 0i?- (Journal of Clinical Oncology) , £1 2#, 2 1 3ft(^L2 
2 5H> 1 9 9 4m , ilXjO-f F (^R«x^^W>^) , ^ b^D^ 

flg^TOW (m«x^ri-y-^>*x>m^) C^UT-^^a-v 5 ^-^- 
(British Journal of Cancer) » $6 8#, 3 1 4^13 1 
81, 1 9 9 350 » J&SMvU/^X I GF - 1, W^BiiR^ilt§@? 

Ta5§TNF-a, lif, I L - 6 , *ynz?^yMlzl$?z>$iWmb*%W 

mmmmm mmm, &wvzw> fr^ynmm-fznzo 

PAC IUB Commision on Biochemical Nomen 
clature \Z&Z96n&&Wt)!k&ftm\Z&V}2>V(mtott&"J< t>©"C$> 
0, -^©mTtBTSc *fc75y|felcB|U^lltt#s&«*»3#-5»&tt, tefcW 
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DNA 






cDNA 


: WMft^'>^ 


5 


A 


: 7f~> 




T 


: 5F^> 




G 


: V7-y 




C 


: ~>b~>> 




G 1 y 


: ^>»> 


10 


A 1 a 


: 77- y 




Va 1 


: )V)> 




Leu 


■ nK->> 




I 1 e 


: -ivu^yy 




S e r 


:-feU> 


15 


Th r 


: zu*~y 




Cy s 






Me t 


: %3-%-y 




G 1 u 


: >7)v$ ^ ym 




Asp 




20 


L y s 


: U-^> 




A r g 


: 7;^-> 




H i s 


: tXf>?> 




Ph e 


: 7i"JV773> 




Ty r 


: 5"a-» 


25 


T r p 


: hU^h77> 




Pro 






A s n 


: 7T.A°5^> 




G 1 n 


: tfjvz^y 
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iwmn : 1 ] 

5 mmm^: 2) 
10 usaisjjvr. 

ffi»#: 4] 

IB^J#-t: lT«£n57$yifcEBJ<B£4 6#@^£>fg 5 4#l©f»£75 7 
ffi^Wf : 5) 

15 I2^J#-^: lT^n575/tlM4 7#g^^5 4#@0^75y 
(IB3Wt : 6) 

CE^'JS^ : 8) 

mvmn : 4Tg$ni)75;»J^3-Htl,DNA©i»J^t, 
25 CE^ll#^ : 1 0) 
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mmmi 

ft»-^U3-;wfcH:S£# (%m/^vn-)v=5 0/5 0, ^u^^l^>^ 

#W#^*=l 2, 0 0 0, f&«=0. 1 4 5dl/g) 1.9 g£>^aa^> 
5 3. OmlM»Lfc 0 ^©WW^^@H»^ : lt^tl^k h**KiSS-l^ 
(*^X5f> (1-5 4) ) 0 Omg£»U ^'JhD> 

*JB^T««tffc*rS. ^OS/O«§0.1%#'Jt'-^7 
;Vn-;l/7K^fS8 0 Omlfc^jtJPb, fc^S^-iJ— £/B^TjI#- %ikt%o tST* 
3^P B m#LT^^np^^>^j?m$-frfc^ S^^I8 0^2, 0 OOrpm) -fS 
10 ittiO^f^O^ytJ^WS. ^-nm^4 0 0ml£ffl^T2HI^ 

4 6'CT3 0F B m^$^bT»l4^^X^> (1-5 4) ^n^D#7°-t^ 
15 HJS^ 2 

?LM-^U3-«**^# (M/^'J 5 0/5 0, *>J^^>1 

1 2, 0 0 0, tt£=0. 1 4 5dl/g) 1. 8 9 gtSftMl 0m 

§kh*^KiSS-1^7'^H (*#7.^> (1-5 4) ) OfiLffit&mB^l 0 Qmg 
20 £»U #'Jhn> (^^^th) ^ffl^TM^Ufeo £<2S/0#$i:$c£ 
0. 1 k*n;i/7;Vn-;i/7K^8 0 OmH;:»U ^S^rlt- £$U-0« 
^•Mbfeo ^T3^m#LTv^DP^^>^m$i±fcm, jii^K ( 
ID 2, 0 0 Orpm) TZZtlzJ: OT'f^n^^M^iSl/fc. ^^T^*4 0 
0ml£ffl^T2@&^ D-^>" h-;i,0. 2 g^JDL^^tbfcc 3gfc 
25 l§g^»3c<Z>fc^ 4 6tT3 B^*^^bT^'l4^^X^> (1-5 4) 



mm 3 
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JL»-^U3-;m#*£#: (?L^/^Ua-;P=6 5/3 5, M=0. 1 6 
Odl/g) 1. 6 9g«Wl Omg^^^^ao^^>2. 7mnc^T^>o £ 

-5 4) ) ©$iS§«f&*3 0 Omg^»b, #U hO> (**V^#ft) £JBV> 
5 TM^T^o £<DS/O#«£0. 1 %^'J^7JI/3-M^t8 0 0ml 

^>£»m£itfc&> Sftj&^K 0 0 Orpm) £ t \z£ 0^ £ 
•fe;!/£MT3 0 ^^T^7jc4 0 0ml£ffl^T2[s]&#^ D-T>~ h-)V0 

10 LTMtt^^X3 1 > (1-5 4) ^Wv"f^P^7°-fe;i/^#?.o 



*]6gM4 

W-h (HexaGlycerol PentaStearate, HGPS) 1 5 6 0mg£7 OVmmmM^ 
is @B3Wf: lTS^n^t hSMSS-l^y^K (^*5P> (1-5 4) ) ©an 
»ft«M»*4 0ig**lJPU mwm&&* rtH2. 0m©»tt«-fcK5IU, ilC 
T&£MbT£ 0 mkLfc*?Z^> (1-5 4) "g-WHGPS*lROffl-rfe«>^*tf 

£ 1 OmmicWrU ftg2. Omm, ;S£ 1 0mm©»t4^^X^> (1-54) t 

20 WHGPs®ag&*»-5. 



«0J5 

A«-^U3-JHfe*a^«: (M/^U3-;i/=6 5/3 5, )fe&=0. 1 6 
Odl/g) 1. 6 9gtfWl 0mg££v^nn**>2. 7iltC*«rT*. - 
25 ©WMMKiH3Wt: 3T?g$nsthft5feKiSS-l^^H (/^X5P> (4 
5-5 4) ) ©&&ij&^$j&*3 0 Oag^tSAlU #U ha> (**V3^&) 
ViTatSft-T*. £©S/O#M£0. 1 %#V\i-)V7)Vn-)V7mWtS 0 Om 
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n*?>*WM2 J &rc^ M'bftM m2, OOOrpm) tZZtlz^K)-?^ 2 n% 
*iLT«tt^X5F> (4 5-5 4) ^T-r^D*7 c -fe^^#^o 



W-^U^-;V^M^#: (?Lm/^'Jn-;P=6 5/3 5, )teg=0. 1 6 
Odl/g) 1. 6 9 giMMiSl 0mg<i:^^^DPp<^>2. 7mHC^1-^o £ 
©«?§»IC2 5 Omg/mliigcDSE^Wt : 3 "eSl$tl&k b S^KiSS-l^T^ 
F (p<^X5 1 > (4 5-5 4) ) 0tK^^1. 2ml»U #U hP> (**V 
5P#*±) ^fflViTm<b-r§c ;i<Z>W/O¥l«£0. Ubf-^TJlo-^ 
7K^8 0 0mHC»b, ^^E5^r-tl--^fflV^T}i#-IL^T^. ^iST 3 PtBflit 
#LT^PP*^>£fm$-£fcm> 3fi'C?^K GW2. 0 0 Orpm) tZZtiZ* 
0^ 9U%7-k)V%ftmTZ>o ^T-^§7K4 0 0ml£fflV>T2[HlBfcim D- 

3Hf B WMlTMtt/^^f> (4 5-5 4) ^7-f^P*^tMH* 



«#iJ7 

aa-^y3-;M&fcfi£fc (?Li/^'jn^=6 5/35, Jte&=o. 16 

Odl/g) 1. 6 9 gtiWl 0mg<h£^PP^>2. 7alfc*#-r*. £ 
©W«MCE^J#-t : 2TS$n&fchl£*KiSS-1^7 0 ^h 4 C***^ (4 
0-5 4) ) 0Kfigttft&£3 0 0mg£»U ^'J hP> (^Yf^tt) 
VsTtt&ft-r*. ;i©S/O#mi&£0. l%IUk-il'7)^-MM8 0 0m 

n (#5 2,0 0 Orpm) n:tl:iD7^^DA 

7°-fe;i/$^T^>c ^ViT^g7K4 0 0ml£JBV>T2|Hl&#^ D-v>~ 
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mLT'&m&tf^y (40-54) ^pm* zuxttjvznzo 
mmms 

?LK-^U3-;Hft*a^# (¥L®/7*'Jn-;U=6 5/3 5, «iS=0. 1 6 
Odl/g) 1. 6 9 gtBMbMttl 0mg££^PP*^>2. 7ilfc*#L&. £ 
©W««fc2 5 Omg/ml«0lE^J#^ : 2T'i$tl5k hft*KiSS-l^^ 
F U77?> (4 0- 5 4) ) ©**«*1. 2il8sftJU ^'J bP> (**T 
^^th) £^TM{bT& 0 ^(DW/O?L«&0. l%^Ufc'n;|/7;Wr]-;V 
7m$t8 0 OmHcMU £$V>Tjt# • Hfc-T^o ^T3B#B3ji 

#UT^PP^>£M£ii*L@K 5iii>$Hl 0^)2, 0 0 Orpm) tZ>Z.t\z& 
X>^^ Zufs^yi*.ftWt%* ^T'^g*4 0 0ml£J3V>T2[§Jft^ D- 

3 Bmm^mvxmML^^^x^y (40-54) tt^i/D*^^ 



M#0 9 

JL»-^Un-;HI*»^# (¥Ut/7'Un-;i/=5 0/5 0, t^)X^U>m 
#¥£)#^»= 1 2,0 0 0, ^g=0. 1 4 5dl/g) 1.9 7gttWl Om 

&t b&*KiSS-l^:/^F (*^7^> (1-54) ) ©^^t©*2 Omg« 

, OOOrpi) -tZCtlZ&r)-?^ ?ut)7-t)lZftmLtZo #V>T«7K4 0 Om 
^»£<Z>fc#K 4 6 < C^3Br B m^iibTW'14^^X^>' (1-5 4) 
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mmm i o 

JPF*&HP*=1 2. 0 0 0, tt^=0. 1 4 5dl/g) 2. 1 4 8giiftlftl 
2mg<h£v^na^>3. 3nlK:»AlL&. £ ©MJgJ&^gBSWt : 
$n§kh^*KiSS-l^^F (^X5P> (1-5 4) ) ©««2 4 0 

£0. l%^Uk*n;V7;i/r]-;V7lcM8 0 OmlkiMU MS^p+f— £ffl^T 

Oi$2, OOOrpm) TS^^H^D^ 9u1]7-k)V*ftW.Ltio &V>T?a&S7K4 
0 0ml^ffl^T2(U»^ D- v->- h-;l/0. 2 4 g£«inL Lfc. 

5k:a«*iw»*©fcft, 4 6tT3 aniMiixMt^^x^> (1-5 
4) zu%7±)v&mz e 

mmm 1 1 

fLK-^U3-;H6*fi^# (M/^'J3-JV=5 0/5 0, #y^^>» 
Jf¥^ J fS=l 2,0 0 0, 8i&=0. 1 4 5dl/g) 2. 1 6g^DD^^ 
>3. 3ilfcig#b&. :©WIIi:PJ#f : 1 Tg$tl5 h hEMiSS-1 
^7°5PF U^X5f=-> (1-5 4) ) <D^^U>*2 4 Omg^JJDb, ^Ubn 
> (**T:P#ft) ^iUIISftlfc. £tf>S/O#«£0. U^'Jt:-^ 

x3mrmwLTi?2nu*?>zmmi£#tc&, m^m (®2, ooorpm) -r 

^ti;J;!)v^D^tMLL ^rm^7k4 o 0ml£$^T2Hi& 
D-^>nh-;po. 2 4g^iJPL^^Ufco MfcSTO»i£<Z)fc 
86, 4 6W3 Bfm^^X^^^XJ-> (1-5 4) ^T-f^D^^ 

Hlfc0!ll 

iMnoTigLMf^^^y d-54) ^W^^^n^-z-fe;^^ 
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y h&Tlc^X^ (1-5 4) *<hLT6mgtB^;i£&-§-U jfe4'^^X^> 
(1-54) »S©«l^fcS2MKfct)fct)ffl^bfc. tt**Hlfc*"r. 
EllT^$n?.J;e)fcjfi4 1 ^^7,^> (1-5 4) «mtt2SHItt)fctJtfeaiS 



12 

(1) wmmmimwzt^s-'vnmoftn 

h0T7T175©cDNA (WO 00/24890 fctBft©B8l*-f§- : 6) flH43lft-?-;&-£ 
LTneo f ^Wr-5pAKK0-neonilLKtfm^^-7 7;5 Fte®S*flfrvC*BU h 
10 0T7T175^n>X hZntz. Effectene (QIAGENft) h7>X7x^^a> 
tt*£JB^T» KhOT7T175fSIS=i>X h£B16Mfci»ALfco ^B16£HUS£ 
ftHSftl. 2 mg/ml ©G418^*RPMI 164031^««!*T?aW««b, ^fifcStlTS 
f;3D^^-->^/iJ>^)|HTllU I7^D->©G4181H4B16/lil7 
5i»tfc£i£!§ltUfc. 

15 Me^#AB16/hl75«*17^o->to^T, ftfegftl. 2 mg/ml ©G418 
^RPMI 1640S^i&i&£ffl^TT257^X3 4'£TigttU RNeasy (QIAGEN) Srffi V* 

V*T, Superscript II (Gibco BRL) fc«toTcDNA^&^Jfibfe. h0T7T175£*rT 
STaqMan^-T"?-, Ta«Man^o-^iry h&ffiViTTaaMan PCR&&SKU cl.4 

g#JUfc5#D->(cl.4* cl. 17, cl. 19> cl. 2, cl. 20) £oV>T, ^7>5f>:fc 
kZttfX^y (4 5-5 4) «^S«rtt*, FLIPR£ffl ^£«lW + a« 

ffc©lftttJK:«fcDlfcS*L;fc:. TaqMan PCRfc<koT»&^*£&HJLfc (c 

a. 1000-7000 copies/ng total RNA) *BIIS**3£d--> (cl.4, cl. 17, cl. 19) \z 
25 OWT, ^n^n»^«10- 6 M©^^X^>^fc«10- 8 M©^^7,^> (4 5-5 
4) CMt^^iMlL 

KK©fe^H»TKcl. 4(B16-BL6/hl75) *m^Z>Zt\zLtz a 

( 2 ) h0T7T1753S3IB16 y J W (B16-BL6/hl75) Jtm^tz&mm^ 
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±12 (i) T?ftmvtzm-mMim&#£Tt&<D*&?-<Dfr&%m2&t£ji 

16-BL6/nocklBJfi*^ 3 x 10 s cells/20 ju l/iouseoateT, C57BL/6 (651$, H, 
5 B#3^-;PXUM-) (forefoot pad) KifcT&^Ufc. MM® 

msumzt-? ^ym^rrm^ \z®mi<fr\ m<D*?x?>. 

^3J;^vehicleiUT0^^^1OO/il^o^bfcAlzetSSffi#>7 o (0. 25 /zl 
/hour, 14 days release, Model 1002, Alzafr) £^XWTO&TK:JI8&&3k 

10 ^&bfcM£»u iPHVi?>M««ife„ «s^3 5 nmz 

lzkftfcK 4. 8«4>tt^;VTU>43J:^4.4%^m7K^ (BouinSD tt>{rT4 < C, 16 

15 







JMlMX (mm 3 

) * 


(ii) 


n 


B16-BL6/hl75 
(&T&4) 




900.8+97. 6 


13.0+3.2** 

* 


5 


*tMS¥ (Vehicle!* 
) 


1037.2+170.5* 

* 


37. 8+2. 5 


4 


B16-BL6/mock 

(&TS:#) 




1062.9+81.7** 


31. 2±6.6** 


10 


ttmm (Vehicle^ 
) 


1135.2+99.6 


26. 4+6. 8 


8 



* : 21BS©ll*tM > ;t 

** : VehicleplcifcbTtttUfcb 

*** : IRfl %SAT (Vehicle^ ; Student's t*fc}£) , l^i±i?jSi 

20 
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